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WfSSH 1 «h b T OlH& SSd Sr b T Vi S C <h #9! 6 j&> Id $ O & £ . 
#^>, DC-SIGN. DC-SGNR, nl/^^X v>y —xm&l' 9 C-^< ^ 

p^^i/^^x R^-r^p^^>, L^-ryi/^^>, m^:/i^^>, # 

TfTTl^* (DYaiazaki, N. , Kojima, S. , Bovin, N. V. , Andre, S. , Gabius, S. 
and Gab i us, H. -J. (2000) Adv. Drug Delivery Rev. 43, 225-244. 2) Yamazaki, 
N., Jigami, Y. , Gabius, H. -J. , Kojima, S (2001) Trends in Glycoscience and 
Glycotechnology 13, 319-329. 

http://www. gak. co. jp/TIGG/71PDF/yamazaki. pdf)„ 

( 1) Forssen, E. and Willis, M. (1998) Adv. Drug Del ivery Rev. 29, 249-271. 

2) mm&w. - nm^mam) , ^hcdds • m^amm^x^^ 159-167 h, 
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6tiTV»S^ J tn*><Dffimmm\Z&.foft (in vitro) fc:«fc**>©CD^T&9, 

DeFrees, S.A., Phillips, L. , Guo, L. and Zal ipsky, S. (1996) J.. Am. Chem. Soc. 
118, 6101-6104. 2) Spevak, W. . Foxall, C. , Charych. D. H. , Dasaupta, F. and 
Nagy, J.O. (1996) J. Med. Chem. 39, 1018-1020. 3) Statin, R. , Schafer, H. , 
Kernchen, F. and Schreiber. J. (1998) Glycobiology 8, 311-319. 4)Yamazaki, 
N. , Jigami, Y. , Gabius. H. -J. , Koj ima, S (2001) Trends in Glycoscience and 
Glycotechnology 13, 319-329. 

http://www. gak. co. jp/TIGG/71PDF/yamazaki. pdf) c bfcibt, ffimW J Pffim& 

n<D&mgrMfcwm&m&vr£V#v-&\z^\,*T(DMMmt.£fcfomm (in 
vivo) M%t&^#>frfamM-&w2t\z. zn&x^M^T^'&vmmpmwznz 

^^zsmBM'^mm^a\t~mm\z7m^xM^mx^^mit^(DAsm^m 
MM^m& mmftm & g # 3 & £ t j; d i& □ l t & ^ em^wlw. 

£ (Lehr, C. -M. (2000) J. Controlled Release 65. 19-29) 0 b^Lfo^S, d 

h1*-5>H»«U6'->7y;i/7^ hit5 > = SSJitlfct) CD 7?» 
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&m&mm<D*P'V'b. Ua^ttli^ (Rheumatoid Arthritis, RA) «M 

RAOSBfitefcHteWgH (#5£<Z>HLA&£) ^>lili (virus 0D^£fe&£) 
SHB:fcK*IWaff©W Ifi^AtC^-rs^^n^r-^t CD4+, CD8.+, TUBUS ©}3F 

ttWoTVii (T. Toyosaki, et. al 1998 Arthritis Rheum 41, 92-100, 
P. L.' van Lent, et al. 1996 Arthritis Rheum 39, 1545-1555) o ^It^tie^ 
&\zmm~T2>MM\zfe ll-U tumor necrotic factor-alpha 0ZK~F TNF-a) fit 

il-6 jfe^©vit>^*ife3£tt'y--f h*-r >-t>m<m-¥VT\,*%>z:£&mm-2nT 

V>£ (S. Saijo, et al. 2002 Arthr it is Rheum. 46, 533-544. D. Kontoyiannis, 
et al. 1999 Immunity 10, 387-398. T. Ohtani, et al. 2000 Immunity 12, 
95-105. ) 0 

ra ommtz z\n s <om v m% % t \z±% < wo k> m±<Dmmz 

tt^Wl^$nfci:tt*5, o£D TNF-alpha (£/.T TNF-a) \Ztt? 2> 

m* v&ifcmmmomm'v&Zo z\n^>m.^mm\tmmmzMvxm^m^} 
t^ui^rt^^ntv^. z\<Dmfcm<Dffim<D—?LLT\zMmii 

-4- 



WO 2005/011633 PCT/JP2004/011329 

tsft&<Dmm&?t\z&mm<D\ t 7y#?vAv—isX7 : -j> > cdds) hvxmm-c^ 
&m mm e> & \zmm \z&fe<Dmmi>m& v tc dds m mmmfifc u # v - a 

*MmVfc e K«WJfilRltt'J^y— Afctt, ->7 "J JWW X X»« (sLeX) «i«S^ 
^•lel^^^nfeDrug Delivery System (&TDDS) ^ilM^SWiiliL, 

y^-7,y 7^^^x^y-;vy^>^(^;nto~30%),y^-x^T^^>m^ 
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(Dmm. C^JWfc 0 -40%), ft&min l/7^n-;Hgt (^;VJfc 0 -70%) £-&tr, 

1 u * v - a^® jlts-s- b 5 ^ h v x 2 mmcD&'Mftim 

5. U^V-A<Z>fe^30~500nmT&§, 1 & 4 ®^*rn*Mc IBft©^ 

6. U*V—A©«[S*« 50~300nnn?&5, 5&m<D0i&&1%m%tmm2i'tt 
T. U#V-A©1f— **&>&*-50~10mV l*66<OV>fn*li| 

9. U^V-A(Di£-^«&#t-30~- 10iVe&S, 8 ffi*fe©|fea£te£Jili&lfc 

10. «S«d*U>*-a&K^UTU3pV~AI!llfCj|g^$nTVi«>, 

1 1. u a^ieiT^s 1 o&moftm&mmmmm 

1 3. U >#-Sae#fchfi*Jfe»^eK-C&5 1 2fB®<£|fc;!E<&^B?& 
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1 5. v>%-m&mtfv#v-&^m±izmm-2nT^z>fi>tfv*>'F 
^ £ mm Uf&w » 

u?^>iz&%mmftTmmfc}&<Dmft*mf?3i^, i 6 ^r^i 7mm<Di&m 

2 0. M7K^it^m^7^ J 7)Vu — )VM~i:&Z> 1 6^5 1 9©^T*l*fc 
2 1. MTK^fc^^^ij^v-A^^fcit^^bxv^ 16*62 0© 

urn* ^tBm©^tt^a^ffi s rc m mmm.^m 0 
22. wkmk&m\z&.r>m.7}imk-&n, wmTkmt^mtfi, — jks: (d 

X-Rl(R20H)n it < 1 ) 

T^$n£ 1 6fBm©i»SI^U^V-ATfeoT, Rl te, CI *S C40 ©Mi; 
fcfct#l&fK©&te7k*«£jKU R2 «#aELfcV>**>L< W: CI *5 C40 ©Eft 

2 3. «zKttft:'&*K:J:D«*ttft:*n, !«7Kf4>ft1^#J*\ -#5S (2) 
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H 2 N-R3- (R40H) n 55 (2) 

T^£n& 1 6gBft©»&#^U#y— AT&oT, R3 te, CI C40 (DfiSI^ 
fc«:#i&0©#fc7k*j££3KU R4 te#£b&v^:&L<« CI C40 ®]gtfg 

H 2 N-R5(OH)n 5£ (3) . 

T?^$n* 1 6|B«c(Digf^t(jiU#V-A-ea5oT, R5 tt, CI C40 (Dttll^ 

cku u#y-Aifi*j;rx/*fcttu aeK*«ffi*mb$nTVis, 1 6 is 

2 6. U^y-AKfeJ:^/*fcttU>3b-seK»c:hU^ (hHn^ 

UX (kFD^yx^) 75;/^X hUX (tHn^nW 75/ 
^^>^ HJX (tHo^fjW 75/7 , DA>, hUX (kh'D^i? 
M 75y^n/i> 1 hUX (tFD^nif;p) 75;^d;o^^^§^ 

LT<£>-fcl/^>, DC-SIGN, DC-SGNR, n \s? ^Z/#>&T$^> J J- 

u >m^§H*£^trp ^<yw^5 i >, R^-ryi/^^>> L^-f^i/^^x m 

-8- 



WO 2005/011633 PCT/JP2004/011329 

*-ien^o i—60ffl-e*s,- i^&2 8©vi-rn*>tc:fB«o^3ettgi 

30. vtfv-j*tzm&isitmm<Dm&®mi>t x v>*j—wmm&mto&m& 

tt, U^V-AlSfSO 1~30000 «T»t), U>*-iei^^Vii^ 
te, U^V— A lt^S DftJS 1~500000 <@T&3, 1*^-6 2 8CDViTtl*»te|B 

31. mm-t)Vi^xim=mm, v-tu;ww^xmp9»«, r.-^ru;^ 

ttttU ^-U=f*7>/-^8+«t», t'J^>y-X9-| — &8L ^^h-x- 
ttttL 2' -73^7^1 — XHIi, i?73^7^h-XEii, 3-^n>- 

^^Mj, tt#Adfii, in^n, tf.V'Uvxm. itmm&mfflm. ^h^-r^ 

&<fctf^#B2iS;&>e>&5i¥#&^sn£ 1 3 1 m^nfrfcfEm©^^ 
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3 6. . ftm&mmifiMjk* &&&mm&* mm^, m 
jff^ mm&. mm^k. m$k. mm$k\ mnnmft, 

&m • mm - fc^mit* y)vy;\^c^—mfsi^(Dnm^^mm^^ 

4 3. u^y-A©^^j3iH^>7^-7.^7^> ? ji/3iu >^( ; e;i/Jto~70%), 
y # 7, 7 7 ^ s^x^ y -;i/T >ii (^;nt 0 ~30 % ) „ 7 * x 7 7 * V >Wtm. 
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4 4. y#V-A#, ££>lc:g6R£^iy4 3 fBm^^ilmtt^a^ffl ^fe 

4 9. M7kmk&m&vtfv-&mmm\zmmi®&vT\,>%4 5^5480 

5 0. ll7jC'^t:^#j(cJ:D^7K'l4fb$n, ii7Ktt^^**t, -$5£ (l) 
X-Rl(R20H)n 5£ (1) 

CI C40 ©]t^*fe^l!^^<D^b7KmS«S7KU>R2 «#ffib^^^t>b< « 

5 1. wkmk&m\z&r>wL7kmkisn, mw^mt^m^. (2) 

H 2 N-R3- (R40H) n 5£ ( 2 ) 

ci C40 (Dmm^rc\t^m<Dmt7mm^mv,u\^^EVu^hL<^ 
ci C40 ©ma^fctt^mo^bTKissias^b, h 2 n ttu^v-AUBK^fc 
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5 2. Wkmk-Stmz^QMykmbZft, &m7Mk4k-kmi>*, -$£5£ (3) 
H 2 N-R5(OH)n j£ ( 3 ) 

Cl ^6 C40 ©®«*fctt^iK«CD^n:**«*^b, H 2 N H'J^V-AiStfc 
5 3. U*V-AJ8l*«fctK/^fettU >*-I6It: h U*" (t 

•kou^v -ai^ cfc iK/ * y mmfimTkmk s n'Tv* * , 4 5 we 

UX (tFn+yl^) 7$y^^>, hU7 (t Fo + v'^DfJl/) 7^/ 
7^>. h'JX (hh'D^^) 75/7"n/1X hyx (tFD^ylf 
)V) 7$;^x h'JX (t Hn^r->yntf;W 7$/^>^^§i 

Bt^<fcrx/*fctty >*-seKj&5azKtt^$nTVi*, 5 3 K«©&^tf:gsj& 
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mvnz* 55*^57 <D\,*?nfr\iz&m<DjfcmmmmmmMmm&j&®. 
jff&; s»> mw0k, m^0k, mm&, m 

ftttt^SL • • te^0:fS:, 7 A-f 7-ii75; tti^S^ 

1 * 

6 3. MP^ffilS^m^tlTafe^, 4 2/^£ 6 2<D^~rn^^fBm©2^^ 

6 3. #MP&#JSISlimj&%T&£, 4 2^£ 6 2 <D^~?nfr\Zt : d,m<D0k 

*BJ^«^^^(D^5fe*S©*aT^^ B ^ffl^ffFtBll 2003-285422, 
2003-369494 #©Hj§ffl#^ J; OC/^ f c «EI®}c: IBife ^ n§ 1*1^ o 
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H4(t 6' -v'j'jj^i? hirs.>-=mm^m^iyrcv^v-^<Dm7tmt:^ 

H5lt 7JV7 7 1,2 v>y fcf*— ^rii§^b&'J^V-A©IiM$ 

0 6 a, t;w^t i, 3 7>;b't- x~«im£l£^LfcU^y-A©^jg0t|£ 

0 9te> l,37;i/77 l,6T>y h'Jt-7Hli^^bfcU*7 
5£0T&£„ 

01 lit ^-U=f*7>/-X4bA«f«&«S'&LfeU^V-ACD*5fiM&^*r 

5C0T&3., 

01 3 ft tu^T>;-x6 A^m^^UfcU^y-ACD^jgM^^f^ 
i£0T&&„ 

015H ^U^v>y-X8+^I^^^bfeU#y-A(D^3tM*^-r^ 

5S0T&£o 

018ft V -73^7^ b-7.Hi^m^«kt)^0$nfeU#y-ACD^ 
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0 2 3H Jt^tOBj-^LT© t r is (hydroxymethyl) ami nome thane &*§-&UfcU 

02 5B It >J^V-A©IWf^t@Tfet), JE1$~?V7>\Ztt-?Z>m 

H2 8H m3ttftfrfefc:J:-5^ai©il6*S^"r ^HTfcS. 

13 1(1 &£*jecbfcRA^£;*<0e3J&©^JI , r&S. 

0 3 2 tt, RA *?*yx\Ztt?2> 7°1/ F~V*D >S« DDS t§HIRS#fc«fcSte*©te 

0 3 3 a, M^V7s\z1&?%7UF~Vu>&MmMn&i*\zJ:Z>%im<Dffi 

03 4H RA^^xtc^T§M^a©yi/H—y*n>S#ic:«fc§^coM^$: 
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mm±\zm^vx^^mmx^>^>^y u ;wi"f t,x^ < ag-g-rs £ t&m *>n 
9- > > p-fe i/ * ^ >^ k: r js-r £ 3: t &x # & *sts^«sti <omm t. mw^wm 2 

(pfiagocytosis), MMlHXfH&VX^Z>MM$:Mm~?Z>o Z\<D£.5U*ti-X2± 

T~&m®immz$j}%k&mm~?z>o 

^m<D^^v-^\zm^^^^mmtvx, ±^<d^3\zb- j hu^9>, p- 
^u^9>m^zK^ir^z\h^x^^mm^m\f^n^ 0 z\z:x^E-±:u^9>, 

?-tUt7 9>mi:fe, -feW^>, DC-SIGN. DC-SGNR, 3l/^f>, "7>/-X 

seute^T. erF, pg$o, ->ru;wp-f x x^izg^a (02), 3' ->yu;v 
b-y-=i>=mm (03), 6' -~>yu;i/^^ bit$>H$i$i (04), t)V7 

7^7 7 1, 4^> / (0 7), TJVyy 1, 6 v>/ \fjr-7,—mm 

(08), 7^7 7 l,3 7;i/7 7 U-7>/h'Jt-^Hti (0 9), :frU=f^ 
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>;-x3H»a mi o), ^-urf^>y-x4 b^mm mi n, ^-u=fT 

>/-X5tii (01 2), *Urf*7>y-^6A»fi| (Ell 3), #UxT7> 
y-X7rt,tt«l (HI 4), :frU=f^W— * 8+«f« (015), ^Uxfv>/ 

— (eii 6), ^ b-x-mm mi 7), 2' -^s^i^* h- 

7.=mm (018), 5?73^7fl — XGaMi (019), l-jnzsfrvtr Y 
-XHti (0 2 0), 3'-^7U;i/7^l X = «« (02 1) :fe«fctf 6*-^T 

• u;v^i — 7.H1I (022) a*agtf&ns. 

(1) *WJtlRl1StU^V-rA©f^« 

5H«*fi*i*t5. *3BW©U#V— AW\ 01 — 22 lZ7x'-£nz><k5\Z, 
UTH ^'j7h-f^7*7,77f^U>, ^;^5h^;i/7tX775 1 

^jvx^y-;i/7 5>ii:bm ut, h-f^7*X7 7f^x^y- ;w 

T$>, >WV* h-f^^^X^T^^^X^/— ;VT^>, -7X77D-fJl/7 

tX7 7f^vx^y-;i/75>m ^^-x^T^> ? >m^ ! fob<«siiT;i/ 

^;WU >HIlttTH ^'JXh-fJV7*X77^>i, h-f 
7*7,77^>i>^f7a-<JV7*X77^>i>yt5 1 Jl'U >Wtmifis 
*>^Ut'>HStbm ^>^'Jti/FGMl, ^>^>Jt'>HGD 1 a, 77 
>^U^>HGTlb^, fiSitLTIi, 5?7^h^t73K, ^;Vxi 
->M7$h\ 77h'>M7 3h\ 7*X77f H, ^n#^F**«, 

-;K h'f;V7t777^MUtD-JK ^r7D<Jl/7*X7 
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m (^^^0-70%), 7t^77f^H^/-Jl'7$ (^r;i/tbO~30%), 

'jtvFi, mmmm%h< ii7*x77f^^u-fen-ji,i (^;nto~ 

40%), 43cfcz>*ni/7.^n-;i/^ (^;i/Jt 0 ~70%) £^frfc<D7^#tf Sti^o 
7.7 7^z?)l^V >I, n i/X fn-;v, 7^X7 7 f^Jl/X^ / -^7 5 >S, 

7^77^7>ii, #>tfv*i/)*m. mmn.m i b\s<\it7*7,7 7^z?}v 

<h9£>tj\ 7*^77?^JVX^7- 5 >^<DS3-^«^7K'IHbR^^i: 
A^M MTkmk&W zm^Z^ZZtlz^Vfr^o Szkteft; izm v> 3 ^-£#1 £ 
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^ss fc»r & t •& v \z < < m mm^mrn ± © u ? ^ > \z & & mm^m 

;io y^y^^>, hux (tFn+^x^) t^/*^>, hut, (tHP 
m-gntz^tf, mx\t, ^u^^-xmcDup^ytf^vte^mmizr^ ;i 

5£ (1), 5£ (2), 5£ (3) #Ttk£*1£o 
X-R,(R 2 0H) D ^ (1) 

H 2 N-R 3 -(R 4 OH) D ^; (2) 

H 2 N-R s (0H) n 5S; (3) 

RU R3*3«fctf R5 te> C1^6C40, b < CI £ C2(h 
*b<ttC1^6C10©1l[«*fctt^lR*©«^7K*«*7Rb, R2, R4te##b 
&V>j&>fcb< tt'ci a>5 C40. j?* b< CI C20, $ £> *c£F 3= b < « CI 6 
CIO ©mM*^«^^©^b7K^li^^ToX«U#V-A^K^it^*fe«^ 
«tt©:rflfltt|g£jIg^rSK^tetrfl6££jKU MAH COOH, NH, NH 2 > CHC\ 

SH, NHS-xx-^K h\ -f ^ HxXfJK gtt;\ny>, EDC, IfUSW 

-19- 



WO 2005/011633 PCT/JP2004/011329 

u >mn*m^TV#v-2±*ftj&-rz>-jj8k mm2 000-30268 5-^) 
m <d %m & m m ~? % z\ t \z £ ^ x f? 5 z\ t & x # ^ » 

u # v - a §^Hb b t *ij m f & & k: * u v> „ 

/-;V7 5>, ^> h-fJV7^777?yJH^;-^75X ^X^TD 
V—2±^mz\f.7,7s)Vy OrTsZ ->xi^;i/X^ — K ^X^y-S^JVW 
K 3, Z' -J^\Z7,7,)V7 *7s? i/-5f;V7°n tf^^>- K X? k>^U XI- 

=;^;k*^>*- vm<D 2muM^nx.xK^^^>z\ii\z^ v. u#v-ai 
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7 S / * 37 > £ & it b 86 £ o 

500000 0?*b<fcJ:l -50000 SHF-T**. 

£©«fc-5K:, U#V— A£&7Ktefc^3bfcU#V— A«, ^rtT?«*T5fif 

A^rfe^TSc 

#§fc91«* ±fB©^7Ktt^b^%^ffi^T^7jc^bb^«S^©^^bTV^.Vi 
U#V-Af©t)©*fefi$t5. £<DJ;5fc«#tefcb&U>j*V — A«, 

$ifT*><fcv^ n©pg> u*v-AK:^$ii:s*«oa«itti assise. *r, 

£*g|Rj $ its c t , t;1/3V\ 0 - a° X &^#Jjf [Rltt U # V - A <H# £ C £ *s 
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%.\*, ^hssa.mT)v^^> (hsa), ^^skmy)^^> (bsa) m^mm^ 

>^~SeS^^bTU^y-A^^$^^>^^^T^KE^^>^^ 

£TU#y-A^®K:gS«£ilS^3ii:*. U^V-A£, NalO^PbtO 
jCCHj),, NaBiOjfOtftMiLT, U#V-^IICW§^> 
^UrfrS'F&lHfcU &V>T\ NaBHjCN,'NaBH 4 * ©tt«*ffl V^T, U 
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&«J&?*Stl®©3g7G*S8£, NH 4 HCOj, NH 2 COONH 4 f©7> : E-'>A 

*56«©'J#V— A©&gtt, 30~500nm, 2? £ b < « 50~300mk t£t>\zffr&. 

V<\Z 70~150nm Tr& 3. H-?mmZ. -50-10mV, b < «-40~0mY, 

££>{::$?£L<te-30 — lOmVT&S. *^W©^m^tl^^^tlS U #V-A 
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e> b u ^ v - a , ii^bt^e -t^tki*^ anfcu^v- 

A & <fc »7Kttfc $ n*l^^^^ bfc'J^V-A0 4o © u # v - a 
TM3Btll[gOttBB*J:^-^*fi[<0ttBIK:^$n*. 
U>*-iail^a!9 1-6011, £f£b<Ktl-40jB, £5teaP£b<fcj:i 

~2o m-?&z>o u # vr-A i o u >*-se»*ffl^s»#tt, 

1 -30000 £?£b< ttl -20000 *0, b< tel -10000 0, 

« 100-30000 ®, £?£b< 100-20000 $ 6 £0? * b < te'100— 10000 

Vitt 500-30000 m*WFti b < « 500—20000 fl,S6 fcJiF * b < 500—10000 
<0T&£ O 'J>*-SeSSfflViS:^tt, UtfV-Alffi^MSOftS 1- 
500000 *0, »*-b<ttl -300000 fl* $ *>\zft&. b 1 —10000,0 ®£U:©$i 
01 £ $ it 3 21 1 £ 3 o 

MK:jie^bfc«WJ&i^ttU#V-A*^trife^tt^m^afffi*fctt^»ffflElim 

b t & v> u # v - a ^tsmm^mmmmm * « giMt^^ 

2M8HJ©, ^tt^S^*ffi*fe«^»f^^m^#l^^£-r'&^tt^S 

turn f&fe2tife\,*ifi. sm, &m&mmm, wd^ 
ji§&, jff^ hm^, ihi^, mmft. *mnm 

niJfiLtt^lt OfrjffiSS, flHffiSfc£K ftMH£&A («gR*|, S6fflfr£K 

2fcsE.& 5i tsctMtt^i^itf e> « &m&mmmmm £ fc bam a ism 
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mtsntsi^tf, wm&n*)i*:>. mtkmrn, ^mmum, m^m, tumm, 

#^#L^#-f >tr[#:, irCIM h*^>- ^r^E* <>^^#:^;#:, siRNA ^ DNA 

Piffle, y i7 o 7 x t ©7 x-JVSiiift, *:7;c±A^&<E©:7cc 
^APmM»#^WSft&o $<blc, XbK^, ^d^S/^jA, -fel/^^n 
^ Rofecoxib, MK-0966 ^©5IIRf$ COX-2 ffi^Jfe^tf e>n-So 

U^V-AF*gg|5^©^A«, SKT(Djjmz&Vft-o 0 U^y-A^m^Sr^ 
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> , p-t 1/^5=- >^ KiKis-r & £ <h a*-e ^ & mm zmm <Dmm& «fc £ m 
i¥ b tsi \zm& v r^m mmfatit u # y - a * tt \*.mjkmt\ke> m &m ^ XM7& 
ttftbfe««(03ig^bTv^^u^y-A©tofciia^WfcW$sn^*fi#, 

#«5*RI , bb<tt!K^3SI^S:'&A/T?ViTt)«fc^. *l6W©B5llj(ia^tt> ®*©7£ 
^'J*y-A&ji^»^fcffi^6)nsiBIB©7Kttt>b<tt?fttt«fc»jS¥, 

*mm<Dmmmf&w*mwim\zm^2>^&\z, u#y-Aicst3fe6*, 
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e>mMm\z&^Tmfe2nz>%<D~?te?3.^ 0 
mmm 1 

U^V-A«l£fS©#^ .(Yamazaki, N. , Kodama, M. and Gab i us, H. -J. (1994) 
Methods Enzymo 1.242, 56-65) \z&V), &&M^-)VMmVrm&m ^xmUVtco 

;i/T^ >^ ; E;HtT^-tl-^n 35 : 40 : 5 : 15 : 5 ©f!l£-<Di^irJ5i5C* 45. 6mg \zn 
-)VW.^r hU ">A£ 46. 9mg^UDb^nn^^A/^^y— ;i/^,3ml IZ^Mh 
Tco ZCDmWLZM^^, tfc^&nQ^&&-£ J &2>Z.}:\z£-DTmWWk&n 

feo nzntzmwm* taps mm (phs. 4) 3mnc«, ^ftiitt, m 

&5^;VM$i£#7Co PMlOfli (AmiconCo. , USA) t. PBS 

^»^(pH 7. 2) ^ffiVife^ltiKc^^^-U^V-A (W-i^mm lOOnm) 10ml 

mmMlX*mmV%iVtfV-&mm 10ml &XM300 BI (Amicon Co. , USA) <hCBS 
MffiWtmz. 5) £^fcl&«i®ki;o^*^<£> pH £ 8. 5 fcbfc, "A\z, mKUM 
bis (sulfosuccinimidyl) suberate (BS 3 ; Pierce Co. , USA) 10ml ^Mtl, 25 t CT 2 

b-( )V7*7,yT^i?)VX.? /-JITS. >t BS 3 h<Dfc^m^Kfo*%®i\s*Lo 
^bT^©U#V-A^^XM300fli«J: CBSiiiMi (pH 8. 5) XUV\-m.mzfrtftc 0 
fr\z, CBSM@^(pH8. 5) 1ml ki^^Lfc tris (hydroxymethyl) am inome thane 40mg 
^rU^V-A^ lOmHciPAT, 25*0^ 2 mfflMW&. 7tT-«#bTU^V 

— Ai£-t£>J§gMfc^'£bfc BS 3 <h tris (hydroxymethyl) aminome thane ttfMb^ 
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^i?)lx.& J — JITS. >±\z tris (hydroxymethyl) am inome thane ©tKMS^SB^ 
^10IJ 3 

'J^V^II±^\©thM7;^5> (HSA) <D^ 

gE3i©#& (Yamazaki, N. , Kodama. M. and Gabius, H. -J. (1994) Methods 
Enzymo 1.242. 56-65) \Z^r>, ts y 7V V^Tfr o *r&:fc>t>, 

£©£^2 J^b^Rj&Tfr ^ teC&fc, HSS^J2T#&n^ 10ml ©U 
#V-Am®±{C#^Ei-§^>^U^->'F^ lml ©TAPS HMe (pH 8. 4) fc^^b 
tz*?7&3VmMi- h U t >A43mg^iB^.T^^T 2P#Km#bTj§a'>^mm^ 
bfcgL XM300 mt PBS J£ffi&(pH 8. 0) Tf|g*Mta&?- 5J:-tt«kOR^nfc<J 
#V — A 10ml £#fc„ ZIGDUaffV — Ai&tCl, 20mg©t hifii?tT;U^5 XHSA) £ 
JUn^.T 25 t CT" 2 l$IK|jft#U PBS (pH 8. 0) \Z 2M NaBHjCN 100 ju. 1 £Jq*.T 10*0 

■e-ii#UT'j!)?y-A±0^>^iJt->Hi HSA £<Dtiy'7i)>>fELJ&-e 
HSA fcfg^bfc. fit, XM300 mt CBS (pH 8. 5) TI&*USf i©£ Lfc^. HSA 

»#U*V--A* 10ml 

U^V-AMSSg'&fc hJfil»T;i/^5> (HSA) ±^©JH X X IHii, ~>T 
U;WKXXSlElii, 3' -S/7'j;i^7^MJ-5>=»«, 6' -y7'j;V7^7 h 
it 5 >HM01> 7JV7 7 1, 2^>y If*— ■ X— tgg|, 7^7 7 UY>yet- 

xrii, 7;i/7 7i,4^>;ift-xzm 1, 6 ^>/tf^— x— 

ttgL 7iV7 7 1, 3 7;V7 7 1, 6 h >J t-XElE rfUrfTW— X3 

EMU, t'J^T>/-^4bA»i, *U^v>y-X 5-bttf*, tW?> 

* u rf v > y ~x 9 -\ — mm<Dm& 

;W*XMH$t$I(Calbiochem Co. , USA) 50 /x g § 0. 25g © NfyHCOj £*g^Lfc 

o. 5mi 7kmm\z$n?L, ziwz bihjj»#u&8l o. 45/ii©7^M-T"iibt 

ii(Di7C«©75/{t;Sl&^UTJHXXSHii©^'j3>/;i.7$ > 

<t£4&50jug.£&fc. ^ISg^J3T#fcU^V-A?S©-BB^ lml £&ffiftft 
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H 3, 3' -dithiobis (sulfosuccinimidyl propionate (DTSSP; Pierce Co. , USA) lmg 
25<CT 2mm. m*X 7 < CT-Bfc}f#U XM300 Jg|£ CBS Mffim (pH 8. 5) 
T^^MbT DTSSP #U^V-A±tf)HSA fc^btfi U /i? V-A 1ml £#fc 0 

CO'J ^ y - A^fc JL1E<d;W XXiHiio^ U $ >it^m 50 

/ig^rDn^T, 25t:T 2B#F^»£U -^(D^ 7 < CT-BjfsJf #U XM300 M<h PBS W. 
©$c(pH 7. 2)TIS^igbTU#V-Afli®M^-t hJfiLtfT;P^^>±(D DTSSP 

SI £: t h jfiL?f 7 )]/ 7 =• > fc U # V - A t b & U # V - A 2ml (&JBSg M 

2mg, £35S 200/£g* lOOnm) ##5nfc. te©«£Jga&'&U #V— A 

fflv^n$i^^^.TiRiii<z)^^T^©bfeo ^n^oii^u^v-AH ® 

1 6 fc^bfco 
^JSM 5 

u^v-Aiii^b bjfn.»T;p^^> (hsa) ±-\©^^ b-x~mm, V - 

XEii,. 3'-y7UJl/7^l — XHfi, 6'-'>7'j;i/7^ I — XEli, 3' - 

ffi&&s#sft & * %> © 3 am) 

^^b— S£& (Wako Pure Chemical Co. , Japan) ( l)50Mg> Xteu 2)200 
Mg, X«> 3) lmg) £ 0. 25g <D NHjHCOjSrig^bfc 0. 5ml zKSSfSKJcJqA, 37X3"? 3 

BMJI^l/fca* 0. 45^m <D7 4 )l*-^MmVTWm<DW7t^<D7 S. J itfc 
f5^lt7^ 1 — X-ii<D^«J ny;P7 5 >ft-&tl 50/ig 
IIM3T?#fe'Jjl?y-At0-|^ 1ml IC $H ffi & gg 3, 3 ' 
-dithiobis (sulfosuccinimidyl propionate (DTSSP; Pierce Co. , USA) lmg <S:iP^. 
T 25 < CT 2P&IKU 7 < CT-!fem#U XM300 SI <h CBS MffiWt (pH 8. 5) TrPS 

fl^ttiS b T DTSSP U # V - A ±© HSA b U ^ V - A 1ml £*§fc 0 

J1©U^V— A»tC±IE©7^ 1 — X-ti©^'j3yJl'75 Xk&M 50/zg & 
JP^T, 25t:T 2 l$Mfl&#U 7^ T-Bj6Jf #U XM300 mt PBS (pH 

7. 2)TK«ilbTU^V-Afli®^-&b hlfiUfT^y^JbOD DTSSP fcl^ h 
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3}?V-A#2ml (l£JJ§Sf ft 2mg, ^fi* 200Mg, lOOnm) ^#e>tlfe 0 

HMM 6 

U * V - A ft* ® thjfii»T;i/^5.> ( HSA ) ± ^ CD 

tris (hydroxymethyl) aminome thane O^-a 

©— 1ml Ki^lffi^ll 3, 3'-dithiobis (sulfosuccinimidyl propionate (DTSSP; 
Pierce Co. , USA) lmg 25t:T 2 IfcHT 7tT- P#Jt#b> XM300-JSI 

£ CBSJMftfcH 8. 5)T?K^atjabTDTSSP^U^V— AJiOHSAJCjlS'&bfcU 
# V - A 1ml & $ „ ^ \Z , u © 'J ^ V - A $ I: 
tris (hydroxymethyl) aminomethane (Wako Co. , Japan) 13mg ^JP^LT,, 25 t C-C 2 Bf 

T'J#V — AKSfe-fe-t h JftL m T ;i/ :/ == >±© DTSSP 
tris (hydroxymethyl) aminomethane ©^-g-^fro fco ^©ifS^ i2 5T^$ti 
§ tris (hydroxymethyl) aminomethane hM7;V^$>t U^V-At^ 
£bfcifc«tt#£UT©U#V— A 2ml (i&Ig5t* 2mg, 200#g, ¥-t% 

fe^lOOnm) j&tfc&tlfc. 

u^v-Ai!t®*S'&t hiftL*y;i/:/=x> (hsa) ±©$i7f<'t4tt;4ra 

«fcD U#V-A±<DHSA lailffiOiTKMil^ff^fc. Mli^U^V- 
A 2mHc, tris (hydroxymethyl) aminomethane 13mg £JP*.T> 25tT 2 
©^7tT-»#tm XM300jg|£ PBS M» (pH 7. 2) TRB^itii b*SJ£#J 

2ml (J^SM 2ng* 200#g> lOOnm) £#fc 0 
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in vitro U 7 ^>1&<&m&te, (Yamazaki, N. (1999) Drug Delivery 
System, 14, 498-505) fc^l/^^H^b^-T 7 p :7V— h ^fcmmmm 
TaiJ^bfcc T^t>t., l^^> (E-selectin; R&D Systems Co. , USA) Sr 96 

©^$I^-&U^V-Alfi-&#: (SeilttT, 0. 0l£tg, 0. 04/ig, 0. 1 1 m g. 0. 33 
Mgx lMg) £Sn*-> 4t;-e2.^H>^^-hbrco PBS(pH7. 2)T 3 
TzM:, horseradish peroxidase (HRP0) 7, h 1/:/ h 7 tfv^S^in b> £e>fc 
4*0^1 Btra-r>4^^-K PBS(pH 7. 2)T 3 lal^b, ^l^W^— ifSK 
?:^jbPbT^^T#«, 405nm ©®^^^^-r ^ D^lz- b U — ^— (Molecular 
Devices Corp. , USA) Ufco 7 u i/)Vik7 x^^-f ><D fc^^>-fb«, 

sulfo-NHS-biotin reagent (Pierce Co. , USA) j!lll> Centricon-30 (Amicon 
Co. , USA) D^tMbfeoHRPO ^-g-X b 1^ h TH>*>te,HRP0 (Dm.it t NaBHjCN 

^J^*^^ 1 S> 4 C^t. 
LX : MXXiZfi 

SLX : y7'j;v;wxxiraii 

3SLN : 3' -y7 U )V?7 hit^ >^HfI 
6SLN : 6' -y7 U »^ ^ hit 5 >HHiI 
A2 : 7;V7 7 1, 2 T > J tt-7=Wm 

A3 : i,z^>;¥3—x—mm 

A4 : T;V^t 1, 4 k*^— 

A6: 7^7 7l,6-7>;h , t-X=lI 

A36 : 7JV7 7 1, 3 7)V7 7 1, 6 ~?>J h U^-XH*S$I 

Man3: :t U P*^ >7 -7, 3 Efilg 

Man46: t'J^>/-^4bAil 
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Man5: t'J^>;-X5-bii 
Man6: n'T>/-7, 6Aii 
Man7: *U 3*^>/ -X 7 AUti 
Man8: *U rf^>/-7, 
Man9 : sTU zfv>y-7, 9 
LAC: ^ h-xrii 
• FL: 2' -7 3yJV7^h-XHli 

DFL: s^ns^i^* 1 — 

fl: z-y^z/fr^z h-7,~mm 

3SL : 3'->TU;V^^ 1 — XHti 
6SL : 6'->7U;V7^ 1 — X=mm 
3SLN : 3' ->T U 2 Y*r^ >Hf£|g 

6SLN : 6* ] J JV? & >Hli$S , , 



HI 



y xKy-^ 








0.01 m g 


0.04 ft g 


0.11 g 


0.33 /t g 


1 u g 


LX 


0.199 


0.195 


0.195 


0.195 


0.129 


SLX 


0.105 


0.100 


0.100 


0.084 


0.073 


3SLN 


0.175 


0.158 


0.144 


0.131 


0.095 


6SLN 


0.256 


0.245 


0.233 


0.200 


0.151 
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Man4 
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0.148 


Man5 
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0.215 


0.196 
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Man6 
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0.222 


0.210 
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0.125 


TV/Tan *7 


0.213 
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Man8 
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0.216 
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0.188 
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Man9 
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0135 


§ o 
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LAC-l 


0.115 


0.114 
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0.112 


0.105 


LAC-2 


0.112 
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mmm 9 

$&ktb&E5W&k (Experimental Autoimmune Uveoretinit is : £TFEAU) =E7 

nmmw C57BL/6 <j& 8 mm) 

mmUW. : t h*B®M#Ml®§a IRBP (Interphotoreceptor Retinoid Binding 
Protein) 

^rfifc^y^K GPTHLFQPSLVLDMAKVLLD (1-20) 

7^a/OF : gg^C (H37RA) 6 mg/ml complete Freund* s adjuvant 

(CFA) 

mmUb&m : WB^ii (Purified Bordetella pertussis toxin (PTX)) 

£08 C57BL/6 1 K^fc 0 » J£#£T 50tfg-a&8&i£T 50/zg> 

2Q0i±g&m-tZ>o 1 IZE&fcD lOOng ©WB*»**3iJni7>^3.A> h <h LT 
]«iei*3iS!#*rs. EAU^3m©gm«> 0. 5JKhntf^3 5 H • 0. 5%Ii7x-I/7'J 

IS*tt0 2 4fcSStS. EAUte&#16 HI^f-^fcMbfc. 
^Jfifcl 1 o 
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U^V-ASrffttBbfec U#V-Aa«, U # V-AlC^Ufe FITC GD|gft3£S 
^mTfev-r^Dyiz-hU-^-Bioluniiii 960 l/^o. ^-y-f y^*t) 
£fflV*TfrV^ 490nmco exitation t 520nm <D emission Tff-&'JLfco 

&-f, i£^ i yxx\^m^iz^xmm+ u -^v-A^mm- v ^v-acd* 

3ifc^&ISs£>&^o — EATJ *W7>(DmX\3.mm+V-#V— ^«IEm^^X0D 
IS© 6^©JMi£Iga?>fco b^U«SM-U^V— AT^EAUT^XOBS'x©^ 
«jESV>7.{Cj:bfeb 1.5§IItt**oT^o EAU ^^XcDlg^ODBi^lC^ 

uiEn^vx®^nLitmvxhm£mnmx$>-D%i 0 
&fc&&z\hfrmx<D&vtfv-&<Dmv&&<Dmi}n&m&rc. 0 mm- u^v 

-A^EAUT^77.CDBSTiE^'T^X©lg0 1. 5 fgtf)^ D ^^fg^fcCDteiftL^rt 
&Mrai^©*£;M£cfc£fc©<h#;l£n£ (passive transports — 2k 

■tfv-&£itmhxm4{%<D mm.) *m#>ttz\t. \z mm v tc E-t v 2 

f-'tU^^y^mmthrzrc^t^X^n^ (activetransport)o 

mmm 1 1 

0k&mm (BS) <D£<D%m\ZVtfV-&<DMm&±VZ>fr%:WffiT2>Z:£$:m 

^■/^H^m 16 BS© EAU ^^^XCD^McfcD U^V-A^S# 0 30 
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ft'&iz^vxmm&ffimis^oi-tiz oct u>;^>^\z^m - ^mvr^ a 

*b-&&m^T 6~8um5K*£3J)t£^ML AxioVision (*-;^7-<^t) £ 
5 #l;i^T3$Jiifcjil^;^ 

mv&mtfmmx^z (02.6). «gti-u#v-ATky^^>©^j& 

2 6-F)„ 3E^V»>X^*5^T«Vi-rn©U^V-Atc43^Tfem^®« 
(12 7). 

^ZfrLfZ-ofc* ^tl^m+U^V-A^^^OjfiiW^^^LTV^ E-fe 
AO^SIM^OII^ passive transport T-fcZfctb, M$l+U # V— &<D<k 5 

i 2 

E-fel/^>, Y-^LV^f-yom^, 
E-fe 1/ ^ ^ > , p-fe 1/ ^ ^ > EAU V O 7s m \Z *5 V* -Ot m b T V>3 CD jfc , 

^ £fitirr£ £ <h £ g 1$ <h b Tff ^ fe. 
EAU IS!!e^7„ ZE^x^T^^PMI-f £o BS^Mffi^ 4 % ^I/^l/X^t H 
30%->zi^ pbs T^7jcbfe0S^§ OCT n >A°^> HlcM-Si 

(1) m^^fc.fc^^m : 14#>£> 16Atm(D^^J)t&ffl^T, :/n^>^ 
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ta^tf* E-selectin l&tftffc (^U^n-tJl/Sftit^) £SJfc$i3-& 0 
FITC as-^©**^ igG-^ifL^MCekD ->^^-;i/§^{±Sbfe 0 
(2) Mtft#&lCJ:%4ftitt : £P?^7* E-selectin *<krK P-se lectin 1 &irL#: 

Rfo\Z^ VECTASTAIN ABC-AP kit *3«fctf Vector (g&ffitt) Red 

Alkaline Phosphatase Substrate kit I ^rfflV^Tfr^feo 

EAU T t7 X lz& V}2> E-fe W # 3=- p-fe 1/ ^ ^ XOfg^aUte t «S«+ U # V - A 

Kbfcct«, © u ^ v — a com&iff E-fe ^ ^ p-fei/^ 

^ >T & * t -5 Sir &£#*T 5 & © T & 3 o 

mmm 1 3 

E-fel/^>£: P-"kW^^>©^C#:^#ic«fc§|im+U^V— A©^ia^ 
»«+ U # V - A ©*«$HPtf***> ^ E-fe UZ^yt P-fe 1/ ^ >T? $> £ £ £ 

EAU &^v£7*©S»IIJR«fcBtrL^;* E-selectin tri#: 200 /zg. tfCV^X 
P-selectin JrC#: 200/ig &|^Npg#U4I^|^#^, £&#:£*jftrr£. n>hn 
-;|/<hbT, EAU 56^*7 ^X<DS»1R it) 400 m g ©T-f V^-f ^ IgG SriS^Lfc 

^Mffib^^<£^T§.6'-8^m©^«JM-Sr^MbAxioVision^ffl^T, 

o ic^^-r^o E-fe 1/^ =p> t p-fe i/^7 ^xDttifc&mmz eau-7 
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EUioaafcHg* «fc o , yju ;ww X xi»m^^ u #y— A tt E-fe 1/ ^ ^ > <h 
4 U >i^l/ H=i/n >UXU # V-AOM 

u^y-Aan-jnitfe^ffl^TiMLfe. -rfrfr^ svws h-r;i/y 
i/ FRtf5?/ws h-fjV7*x7 7 5 : y;i/x^;- J ii/75 ^^wt-e^n-^n 

35 : 40 : 5 : 15 : 5 ©§iJ-&T-&§r)!MSI« 45. 6mg £ 5 fc?I^U n— 

h U^A 46. 9mg^iDb. 2 UUt£)V2±/ J —)Vmm. 3ml Kl»«¥bfc. £©}g 

fcfliSilSr TAPS MM: (pH8. 4) 3ml Cili, MtMb, iSej5&5-fc;WM 
&3ml *»fc.Il©$-fe;VS»»?atfc PBS*g«*£(pH7. 2) £fln?LT 5ml fCbT^e>, 
MM TAPS««$ft (pH8. 4) T? 2250mg/6ml fcfc*«fc"5S££K:i8fl?b&»J >gfc:7V F 
~*Su>&mw\sfcifie>Q><o < 0 tlTtT^-tl^tfdl, £©U >M7V 
H-yp>XD$-fe;H«^^rPM10m (AmiconCo. , USA) £ TAPS (pH8. 4) 

*fflV>fclS^atia»c:d^ti^— &ij >MzfU H~yn>^AU^y— A 10ml £P 

lit ff^n^c^a^msi^^ (37t:)©u >My> r ? :=.y^>$^AU^y — 
A;|&^©;|&^<h^£~^S<{^£^^-^m& • tfc^g • ^SailJtgg (Model Nano 
ZS, Malvern Instruments Ltd. , UK) \z£ 0 SSJtb&iJg*, if&^te; 50—35 Omu 
if— ^^^«-30— - lOmV T&ofc. C © U ^y — AOitAHUffifeffiSfca! 
260nm TSUS-rs t*«k-e 280/ig/ml ©MTU >i7°l/H-yn>*m$n 

Tv>s2it3&«fe*iofc. Ji© u >m^u H— yn>»AU#y— Att, mj*^ 
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(1) TllLfc'J >W.~7V H-'/a^AU tfy—A&W. 10ml £ XM300 m 
(Amicon Co. , USA) t CBS ^Sri& (pH 8. 5) &m ^fc^iti^fCdHj-^© pH £ 
8.5 tebfco *£*fi£^ bis (sulfosuccinimidyl) suberate- (BS3; Pierce 

Co. ,USA) 10ml *1iUZ.. 25*CT 2 mmWiWlsfco ^<D'&, Mfc 7^^— Bjfeit# It 
U^V-AIS^cDjjgJtvVN 0 ;^ h^f;V7t^77^x3';-Jl'75>i BS3 
^cD-fb^^Si^^^b^o fUT, £<Z) U^V-Ai££XM300 lilt CBS 

^(ph 8. 5) -cmw-mmizfrtftz. cbs m»^(ph 8. 5) imi 

t r is (hydroxyme thy 1) aminome thane 40mg £ U 2JW — A?S 10ml krinAT* 25*0 T- 2 
BfralJt#^ 7 < C-e-^it#bTU^V-AM±(DJ3iK^^^.Ufe BS3 <h 
tris (hydroxyme thy 1) aminomethane tcofc^j^SJE^Tt^Lfc, £ tiKi^t 0 , 

ia^j F3rV tf ~> >i<f a u ^ v - a a°;p a h -r 7 ,* * 7 t ^ 

y —)17 S.>±\z tris (hydroxyme thy 1) aminomethane cozKMS^ItHubTzk 

U) U >m^W K-yn>itAU^V-A^@±^Ob hifiimT;vy^ > 
(HSA) 

f£#g<£>#t£ (Yamazaki, N. , Kodama, M. and Gabius, H. -J. (1994) Methods 
Enzymol. 242, 56-65) tCfcO, % y 7V >tfKfom&m V>Tfro fc. Tfefe-fe, 
£©£^2aP£te#RJ&TffV>, S-TttUa&fc, (2) Stlfc 10ml 0D U ^ 
V-AiI±ll#fif§^>^'Jtv'H^ lml © TAPS (pH 8. 4) \Z&ftVtc 

tPMaVmn-f HJ C7A43mgS:JPAT^ > r2^F^mi^bT3®aC7^m'ffcb 
fc^, XM300l8ltPBS3S«*(pH 8. 0) TlS^«iB*r* 21 tK:«t Difcfl2SnfcU* 
V— A 10ml £©U#y--Attfc, 20mg bjfiimT;!/^^ > (HSA) £JJP 

AT 25"C7? 2 B#P H 1if #U ^fc PBS (pH 8. 0) \Z 2M NaBHjCN 100 n 1 ^JUnAT 10°C 

T-H^tTU#V-A±CD^>^iJt>'h*i: HSA t <Z># y >tfKJ&-V 

HSA&*g^b&. ^IT, XM300 gl<h CBS WkMW. (pH 8. 5) T?RBnttiS£ bfcm> HSA 

^'J>iyWFn^n>ia>J^V-^ 10ml 

(4) U >i^H ? -yD>^A'J^V--Wlffi^t hHH»7;^5>(HSA) 
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±^©^7u;wwxxs!Bgii«i©js^i:ij>*-aeR (hsa) om^mt^m 

'>7'J;WW7XIiaii (Calbiochem Co. , USA) 50m g £ 0. 25g <D NfyHCOj £ig 
ifcbfc 0. 5ml tMM^Jjd*., 37^7? 3 EmmWhtc^ 0. 45 nm <D7 ^ 

^Unv;UT$>'fb-&ti50Mg^#feo friz, (3) Wc'J>t^l/H-;n> 
itAU#y-^t©- lml \z%zmu.M 3, 3' -dithiobis (sulfosuccinimidyl) 
propionate (DTSSP; Pierce Co. , USA) lmg £iD*-T 25*CT 2 Htfcl, iv^T 7"CT 
-M#U XM300Jg|<h CBS-MMUpH 8. 5)TPS^MbTDTSSP^ij^V-A 
±©HSAfC^U£U^V-^ lml £*#fe 0 ^fc, £© U ^V-AI&fcJifa©^ 
T UM-f 7, X ME3«Sm©^U 3^75 >^b^% 50^g Srtn^T, 25^^ 2($ 
W»#U f©f XM300 KtPBSi|g»«aE(pH7. 2)TEB*Wj&L 

tu^v-Ais^t hjfiitf t;p^5 >±©dtssp fiv'T'jJWHxxirai 

iOilS^Sffofc. & Id , c © u # v — A 
tris (hydroxymethyl) aminomethane (Wako Co. , Japan) 13mg £rin*-T, 25'CT' 2 P# 
M«#U ^©«7t:T-HftJK#U XM300 W^PBS««?Bc(pH7.2)*T?IS^i«3au 
TD^V-Alfi^k h jfr ?jf 7 ;W :/ ^ > _k © DTSSP fC 
tris (hydroxymethyl) aminomethane O ^ ^ $ It ^ fc, ^ © ^ ^ % 
tris (hydroxymethyl) aminomethane <hb hifiL?f y;i/^5 >t U^V^At^^ 
U&U>A-SaS (HSA) ®a*ttft«iI*Ufc'J#y-A4#fc. 

SSK (HSA) ©&3M£*b*&3ffi£b;fcU >j»^l/ F-yn>>£itAU^V-A 
2ml (MM* 2mg, ^161 200 us) ^#£>*lfco f etl&ilMlitt 
(37^C) ©U F - \/ D >£f A U ^ V - A ^ © i if - ^ £ if- 

?m$L • ifeH 1 ^ • #^*iSiJ5t^S (Model Nano ZS, Malvern Instruments Ltd. , UK) 

fc«fc0WJ£b;fcii§:fc**H !: gfcl: 50~350niu 30 lOmVT&ofc. 

(5) 'J>fyi/H~yD>ltAU^V-AIIM^k hJfiifflf7;V^5>(HSA) 
±^<D tris (hydroxymethyl) aminomethane ©M-g-fc: «fc£> 'J >*^ieg (HSA) © 
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SWIltSfcfel:, (3) TftfcU ya>£iAU^V-A$t©— 
lml (c&Mtat 3, 3'-dithiobis (sulfosuccinimidyl) propionate (DTSSP; Pierce 
Co. , USA) lmg &m%.T 25*0 T? 2 Bf5B, Jftt^T 7*0*7?— lftJ*#L, XM300 Jgii: CBS 
fgffN$(pH 8. 5)T7RB^»jfiUTDTSSP*<U2i?V— A±©HSAfc*g-&bfcU — 

mmn (hsa) ©I7Jcmiiu^v-a imi &#fc„ c©u#v-A«fc 

tris (hydroxymethyl) am inome thane (Wako Co. , Japan) 13mg.^in^-T> 25*0-7? 2 8# 

mj*#u t<D^ix:^-mmwh, mmmz: pbs^®^(pH7. 2)-ei®fl*©b 
tu^v-Aisfe^k hjfiLmr;w^5 > ±© dtssp m 

tris (hydroxyme thy 1) am inome thane 0 8 ^ 5 o . © IS ^ » 
tris (hydroxymethyl) ami nome thane tk hikW 7)lZ?2. U V— A <h#s^-6' 
1/'&'J>*-Se« (HSA) ©^7Ktt^MS^UfeitieM 1 M«i:bT(DU>myi/H 
-^/n>^AU^V-A (»«t*#tt&V:>-fc©) 2ml 2mg, igldi 

20OMg) *s^e»nfe. n^nr^m^m.mmm^^rc)(D^>mzf\y} i ^/u> 

• ^fii^it (Model Nano ZS, Malvern Instruments Ltd., UK) Hi 
0Sl3£Ufc*§^ i&T^te 50~350nnu if-^*{i«-30 lOmVT&ofc. 

^Jfifli i 5 &£BMS^©iis^£«2i&* 

EAU ^^^*©#ll^;:35&:r3 E-"£Ui??'>(D5£m&&iwiTZ>Z 

U >Bl^l/H-yn> 1 mg^^r>X«M^-B>^#b,E-iil/^^>©^^ 
*£B«>fcl«gK:43V>T\ 1 ^^m©#H^H^t-T^^««Sfc D ©71/ f - y 
n>}IS£HPLC {CTSO^bfco <fcV>*TN ^0B8fgb& E—feW^fctt-Jf fate 

i^ra«©#w«^*its^a**fct)©-y^H-yD>»ffis hplc hts'J 
^T©^^#e>nfe 0 

1. EAUfS-fm^XH&^Tte, HSSWcii&fc&^T E— fe Ut7^><Dftm&m& 
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2. U >I^W Fz»;d 1 mga4lfcW, Kfctt lOOng, »fc 
500n g&8tUTV*&. — M$i##U^V-A (U>f ^I/H-yn>^ 
fr 5m g!*I&> BiKte2 5 n g, mizte 2000n g£«bTV>&„ 

ttU >|^l/Hz!/D> 20m gT?^ItiT?*t),»Tttt)T^ l. 25m gXvSmxfo 
VTm^Zt, K*rrtt50ffif©, »Ttt800«<O||3M«i**t#&n*Ci:lcft:*. 

feu >i^i/H-^D>«F«3t®oa^n, ttm-znx^zz. t %mm^ 
^^^^^©-efe^t^iSiT^^o 

(1) RA^Ex^V^X©^ 

RA v^x^^LT^-f -? II 3 7— 5r'>S|j»Hfflf^ (Collagen type II 
induced arthritis SKT CIA) ^T^Mlt KlilfctteErF© 

MBlWiW : DBA/1J (81ft, a) 
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TPzL^r>b : &&?Effi (H37Ra, 2 mg/ml) complete Freund's adjuvant 
(CFA), M^5E®£-^£&V> incomplete Freund's adjuvant (I FA) 

n =7—>f >7kmmt CFA£ ^mit 2 : lT^fPb, 100 M \zu y — ff 200 
/ig ttt^MMil, ^n&Tt7^©J5Ji5eP&T^aitbfc (Day 0), m 
S 21 (Day 21) 3 7-y>7K*«t IFA S$«Jt2 : lTlfnb, lOO^L 

200Mg^T^^^£iasb,^^^^mjsgB^T^aitb 
g&RtfBSiftSB©^: 3 *w > h o tjw > kseg-c 12 > h 

^0^>h^T0^TiILT Inflammatory Activity (UT IA) *ik*btz 0 
Inflammatory Activity (X) =B9|R-©±T©^^ > h$c/12 x 100 , 

Day 21 £ Sfc H TM^J&Jf Kl^j&ffll^T^ £ ^ X /^if JO bT it fc„ Day 28 
TT^XO IA« 16. 7Xfc, Day 39 T 50Xfc^bfe o 0 3 1 fc^^jgll bfcT^ 

^mmmmm<Dmm <*bo, D:iE3mj&:, e •. mm^m^comm f:ie 

£©£•5 fc, ±tttm\Z&V) RA V^X^E^ibT CIA vC7X^^T#feo 
(2) RAT£7>£DDS ©«WRftiS#K:«kDte!rr*^Ifc 

&m&%t\Z Day 28 ^ £> Day 46 ©8HH!T?iS 2 fc. 

Day 28 T&^Bf Jl©^^*^^ ^n-6nGD»0Dlfc3!E>JW > h<Z)¥±W 
|fj| D «fc *> *C 4 -€-n-^n©»tt 1 ) Control : 2 ) free 

Pred: U >f^l/ h^^n >&^31AiSfc^bfczKJS«*^ffl U U >^:/l/ 
H-y*n>©fi^-m 100/ig, 51 200/ig§IMLfei, 3) L-Pred : U >» 
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-*Su><Dmtfi—m 10 tig. M 20 ii gHfrm&MLfc&, 4) L-Pred-SLX: U >M 

mm, vywJuY-yuxDmifi— m ions* i20/xg§iaifbm <da 

Z<D4ffi<D~?VX<Dmz Control: 6 EE, free Pred : 7E, L-Pred: 8E, 
L-Pred-SLX : 

BlTOWf^fc. Control IA^±#b, Day 46 <DR#,&7r 

60!K£^$L£:o free Pred T'teDay 37 T IA ifilfi 50%\zM\sfc®i¥ffiWiffi'Vm& 
Vtz.o L-Pred Trte Day 32 /^£> IA Day 46 40rc&o fco 

L-Pred-SLX Ttt IA ®^:^^:Jt#«m^^n"r,^:M3l^fflbT 2teTT*ofc 

(03 2)o 

freePred»T?tt#JRS£i*$nfc'J >m^l/ H-7d>I 100/xg/inject ion 7? 
(«^3>ha-;Vf§i:^We$^ Control S¥<hltbT IA«WS*^ 
Uttl^n^ofc, L-Pred i7?tt»ft$nfcU >i^l/H-»/n>Itt free 
Preageo-hfr©— © lOMg/injection-C&ofcT^ IA te: free Pred WE t. M^ib^ 

14 £ fr±£ H <h fc «fc 0 , SIS**«|R|± b &^TflBtt*«» £ tSfcnfc. L-Pred-SLX 
SETte U >M~7V F-!/D >*te|WUtHe: free Pred © + — © 10 m 
g/injectionT&o&a^ IA tt^< ±#-&*rife3£cD3iff tt^rjSfcJUflil^nfc. £ 
ntt L-Pred i L-Pred-SLX ©i, v-T U ;WM X X 8«<0|fil:J:oTfefc6 $ 

nfcss* t 5 nfc . ^sd->7'J ;ww x x tra fc j; o t u # v— a 

(3) RAT^X£ DDS ©JlinS#K:«fc B?&S?*r*£IIfe 
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fcOay 28^?>Day 39 ©HF^TI 3 EIO«ftT*o fco 

Day 28T^mjl©&3^X£jt^\ ^n^ncD^cD&iiE^-f >h©?^t 
&&|igDfc&&£5&c4S£l;:#ttfc o ^rtl^tKDffitel) Control : ^^^p, 2) 
freePred: U >i^!/ F— >&£gfc:£K:»)&> bfc7jc«$fffi U U 
r/^r^VnXBMj&t-ig 100/*g, M 300#gJIIPfi!#bfc», 3) L-Pred: U 

l/H-yD>©i^-@ 10/ig, M 30/ig ^P^#bfel¥, 4) L-Pred-SLX: U 
£>4ig¥T&ofc 0 

i04iO7')7©W Control: 2E, free Pred : 3 EE, L-Pred : 3 HE, 
L-Pred-SLX : 4EET&ofco 

free Pred M\% feeding needle lcfc£> W^?LT5Et: Lfzfztb Day 32 TrH^4« 
Jfc^n^o Controls free Pred^ (Day 32 £Th L-Pred mxfo Ik te^Mfe 
ittiSnfe^ofc, L-Pred-SLX »tt^!E©Jiff AS 21 t«T?€r^:^ofc**, 
Day 39 T L-Pred fcJtLT IAtt^Rfctefroifc (03 3). 

Control, free Pred fit L-Pred © 3 mWltffMte&tft&btlXtefcteo ZL 
ti\Z free Pred iT}j;10t#$n& U >S^I/ H — > 300/xg/week 
^©^fr*«lffiI-rs©K:^+^»ofci«iai$nfc.*fe L-Pred PTteU# 

-7o>Ol^ 30Mg/week T&o fen <h t^Ff^^lTSo 
^V^mfctlfco un^UT L-Pred-SLX mx\% IA^^j$tlTVife 0 ntl 
ttU^l/— A^BB^KJR^n, U*fegPS4'J >f^l/ Fn^D>i^ 30 At 
g/week £<h£#x.tUSU >m^l/ h* — 1/ D U ^/-A<£>£ 
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&m&.m*Uy 28^5) Day 46 ©#3m?Tj! 2 m<DMmx$>~D tz 0 

Day 28 T*^I®S57>?7&I^ ^WtlO^©^i^<f > hV^tf 
m$mV\Z?3LZ>&?lZ 3£Hc#-tt7c 0 ^tlftKDf^l) Control : &tii&*i¥> 2) 

25o^g : v>M7u\*~vu>&&m&mzmfrvrc7i<Lmwt&®im> v>myu 

F-yn>©*^— IhI 250Atg, M 500/zg M*ffit*bfcS£, 3) 500/ig:U>K 
E<D3H¥<B^C7;*<&f&ra Control: 2 EE, 250^g: 2 EE, 500£tg: 2EET&o 

fee 

Control mt 250Mg*"eeW3K»:ll»«&nfe^ofc. 500/zg3¥T?fc* IA ©± 
f&rrsfc: 500Atg/weekJ;D^<, 1000 At g/week U H — 

y n >«#g3ft $ n & c: £ a«w bj l fee mmmm \z£%> mmmm-c « L-Pred-sLx 
sea*—® lOjag, si 20/ig ©u >M7i'\ t ~vu>mx*$km<DmfT$:mmv*iz. 

^pJfgTf^^J \z «fc £ S'J ffsffl £ tt 5 *T c £ ifi-v # 5 b , £ BJf^ffl *tHil b & V> it 
(1) U#V-A©iHSg 
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35 : 40 : 5 : 15 : 5 <Z>fiJ^T?^irJIHKS 45. 6mg \Zf3L%>£5 \zM&ls. u—)Vm^ 
h 'J 46. 9mg$sinU 2 nmfr)V2±/ y —jvmffi. 3ml tcjt^bfeo 

fcJlgK®l£ TAPS mmm (pH8. 4) 3ml ifttlb, >SBJ&^-fe;Wra 

$t3ml §#fe.C©5t;«itl: PBS H»c(pH7. 2)&lMZ-T 5ml tUT^i^, 
^fc TAPS^W (pH8. 4) T 2250mg/6ml &5^±\zmffiVtcV >MzfU H 

F-7a>AD5t;HMI; PM10J3H (AmiconCo. , USA) «b TAPS (pH8. 4) 

^fflV^c^atjgtC^^i^— &U#V-A 10ml ZMmvrconzhfcttM.'Sai&M 

^Ml/til* (Model Nano ZS, Malvern Instruments Ltd., UK) \z&V)®lMVfr 
^f, ffii^mt 50~350nm> if-^*ftte-30 10mVT&ofcc , 

(2) U^V— &mWMm±<D tris (hydroxymethyl) aminomethane t£<fc£$i7.K 

CD ^mmvrc^^V-^mm 10ml £ XM300 SI (Amicon Co. .USA) t CBS 

h»(ph 8. 5) &m^frmw-m.m\zfrtfmm<D ph £ 8. 5 \zvtc 0 mz, mmmm 

bis (sulfosuccinimidyl) suberate (BS3; Pierce Co. , USA) 10ml ^MpL. 25 C CT 2 

^rvx,z\(DV^v-Am^mmmtmmmm (ph 8. smsmt^^tf-fco 

Sfcfc, CBS mmm. (PH 8. 5) 1ml IzmfrVfz. tris (hydroxymethyl) aminomethane 40mg 
*U^V-A^ 10ml^nAT> 25 < CT?2^Fra^#^, rcT-tt#UTU^V 
— Am±(DmM.\z^^Vfc BS3 £ tris (hydroxymethyl) am inome thane £<ZMb^ 

5=->?;i/X^ /— >±(c tris (hydroxymethyl) aminomethane ©7KMS>0 5 @H'ut 

( 3 ) v#v~M%mmft±<D±:u\i*-xiz£.z>M7kmbmm 

(1) TP8gbfeU#v-A» 10ml § XM300JH (Amicon Co. , USA) t CBS 
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bis (sulfosuccinimidyl) suberate (BS3; Pierce Co. , USA) 10ml Sin*.* 25^^ 2 

^-LTT, 21 © U # V- A«££ XM300 It CBS mffiWt (pH 8. 5) Tl&*Mtia 

Sfcfc, CBS (pH8. 5) 1ml il^tfctak:t-7 50mg SU#V- Ai& 10ml 

ufeBS3 t-fea if^--^t©^3i§^s^*^j|gbfc. ^nta'D, U^V-A 

(4) tris (hydroxymethyl) aminomethane M-^U — AlSl's© t hjfti^f 
T;i/^5> (HSA) ©&!£• 

K$B©^i£ (Yamazaki, N , Kodama, M. and Gabius, H. -J. ,(1994) Methods 
Enzymol. 242, 56-65) fc«fcO, *y7°«J >^M^l^Tfrpfc. -T&:b*>. 
£©MJSte 2 &m4k¥KfoT~ftU, S.~ffeCtb\z, (2) T#e>nfe 10ml 
V-ABI®JiK:#*E'rs^>^U^-^HS 1ml ©TAPS ^» (pH 8. 4) fc^bfc 

tpmsvmnj- b u ^A43mg&jp^.T^iaT2^ra»#UTi®3^^mm'ft;b 

XM300 Hi<h PBS iffil (pH 8. 0) "ClS^atiaf S d t DBfe^bStlfcU ^ 
V-A 10ml £#fc„ £©U#y— Al£fc\ 20mg © b h liS7;V7*5 XHSA) &n 
A.T 25^1? 2 Pf Half #U PBS (pH 8. 0) iZ 2M NaBHjCN 100m 1 10<C 

T-iI#UTU#V-A±©**>^'JtyHi: HSA <h©# y y>J >tfRJ&-V 
HSASfe-^bfe. LT> XM300 Mt CBS (pH 8. 5) XPM«ii§£ bfc^, HSA 

Jg^U#y-A»E 10ml £#fc 0 

(5) tDk't-X^'J^V-AlIi^t h«7^> (HSA) ©ifg 

^fg©^S (Yamazaki, N. , Kodama, M. and Gabius, H. -J. (1994) Methods 

Enzymol. 242. 56-65) tc«tO, # y 7V >>fKfo&&m ^Tfrofc. Tftfc>*i, 

£©£Jfc«2|£|^fc#^TfrV^ STteD&K:, £Uffi0j 3 T^&ftfc 10ml ©U 

^y-AJgim±£??ftT3#>^U:*>F£ lml ©TAPS fgffift (pH 8. 4) 
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vft&, xm3oo mt pbs mmmm 8. o) T*mftmm-tz>z.t\z<kvm<k^nfcv 

:^V-A10ml £#fc 0 £©U^7— &m\z, 20mg hik^T ;!/:/=•> (HSA) 
JPtlT 25<CT 2 mmWtWV. "A\Z PBS (pH 8. 0) \Z 2M NaBHjCN 100 m 1 £in*.T 10<C 

UT U ^ V - A±©^ > ^ U t y H t HSA h <D% y >tfKm~T? 
HSA£^Lfco ^lt> XM300 SI<h CBS ii§«i (pH 8. 5) TPS*mi§£ bfc^, HSA 
^-&U4?V-A^ 10ml £#fco 

(6) 'JIV-A.lIig^khAS7J^5> (HSA) _h -\ CD 
tris (hydroxymethyl) am inome thane (Di^-g-fc: U »!3-iai (HSA) 0D^7>;'I4 

-A^©— %m 1ml fc^*f IsrJil 3, 3'-dithiobis (sulfosuccinimidyl) propionate 
(DTSSP; Pierce Co. , USA) lmg ^JnAT 25'CT 2 mm, Wz^T l^—mmWV, 
XM300 Mi: CBS Hi«i&(pH 8. 5) TBg^fttilbT DTSSP W$V~-&±<D HSA fcM 
^bfcU>*-MSM (HSA) ©i7KtttIU*V-A 1ml &te:, Z\<D 

U atfV — A^lc tris (hydroxymethyl) am inome thane (Wako Co. , Japan) 13mg £ SDtL 

25r-e 2 nt ^-©^ 7 < c-e-i&m#u xm3oo mt pbs §i« (ph 7. 2) 
Tis^SjibTU v-Aiim^h hj&my;i-y5>±co DTSSP iZ 

tris (hydroxymethyl) aminome thane © ^ ^ $ ff o Tc . ^ © ^ , 
tris (hydroxymethyl) am inome thane it hifiitf > £ U # V — A t^^-g- 

LfcU >#-^an (HSA) ©^7K'l4^a^bfelt^^t bT<5[)U#y-2ml 

(i&jigff* 2mg, mmmm 200 ^g) ^#e>ti^o ft&nfe^s^w^^ (37*0 

(Model Nano ZS, Malvern Instruments Ltd., UK) lz£.iQMfeL>fcr&%k, ffi^m 
50~350nnu i£-^S£m-30 10mVT?$>ofc„ 

(7) u#v-A^®^t hjfiimT;i'> r $> (hsa) i^o-fentf^-x©^ 
&\z£z>v>x-m&n (hsa) ©iMTKtt^s 

1ml fc^Utlji 3. 3'-dithiobis (sulfosuccinimidyl) propionate 

-49- 



WO 2005/011633 PCT/JP2004/011329 

(DTSSP; Pierce Co. . USA) lmg &Jfl*T 25*C*T? 2 B#ffl, icV>T 7tT-M#L, 

xm3oo mt cbs mmm (ph 8. 5) Ti&*u&i&bT dtssp #u ^v-ajkd hsa 

^bfciJ>*-SeR (HSA) CDM7Ktt-fb5Q.su # V-A 1ml £#fc 0 
U^V-A*«feDlf^-- X 30mg£in*-T> 25'CT 2 BSWJitfU ^Ot7tT- 
Bj&Jg#b, XM300 mt PBS &ft%(pH T.2)tTOibTU#V-Ai®^k 
hJfiLmr;i'> r 5>±© DTSSP fc^n tf^-X £fro fc„ ^-©^m, irntf 
t-Xtt hlfiimT;i/^5>i:U^y-A<h^^bfeU >#-IgSSf (HSA) <D 
&*&{tmm&lsttm*&fet&ft<D—'Z)i:VT<DV-#V'-& 2ml (l&JigK* 2mg, 

^©a^f-fi £ if- ^ • S-TS • ^*aue»« (Model Nano ZS, 

Malvern Instruments Ltd., UK) \z J: 0 »H£bfc*g^ fe^Stt 50~350nnu if 
— *«&tt-30~-10mVT&o;fc. 
(8) azKtt^a&UT^ViU^V-AOiSfi 

(MUfK«SII£bTGTlb £ lOOX^trfe©) ft^E^JfC^n-^n 35 : 45 : 5 : 
15 ©fiJ^-T^r frflgSt* 45. 6mg tcfc5«fc 5 fciil'&U 3-;Hfe^- h U 46. 9mg 

SMrau ^DD3j>;i/A/^^y~Ji/^3mnc^bfec £©^$c£ig§i$-&, 

tfc««I&ll^*Tf£*$-&S2:£tC«fcoTllBKlR&#fc. #Sn&fllKBI& TAPS 
tgffrtti (pH8. 4) 3ml fcli, jgfttll^ jgEfr $-fe;i/ffli»«£ 3ml d 
<3D5-fe;««J»[fcPBSiS«»5 (pH7. 2) 10ml &CbT#>£>, Mfc TAPS W.W 

S8KpH8. 4) T3mg/lml tefcS «fc-5^£te»#bfc F3r7;Hf5'>&|*#Lfc:j&*5 
< t> £«TbTi£— ^g^bfe^ £© ^V^k'y>AD5tJKWffiS: 
PM10JH (AmiconCo. . USA) £ TAPS ffiffift (pH8. 4) VifcK^ttiafc*Ht^— 
»KttftII^LT^^'J^V-AffIit 10ml *«SI4bfc.#&nfc^a 

ntiL&~lZ—?ntiL'ffi.=?& (Model NanoZS, Malvern Instruments 
Ltd., UK) IZ&QMfeVrcfa^ ®.=?m* 50~350nnK -fc?-^«te«-30~- lOmV 
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(9) ^D75>TffiiC«tS'J^V-A© "HUM 

^7 0 5^> T (Wako Pure Chemical Co. .Japan) &mMtf\Z—Mffin-f b U £ 
A^fc^n^tl 3mg/ml Mtffc: 5mg/ml t3^S«k*5 tffl*PII4bTffl^fc.^JS 
08 6j&>6 8fc:fcV>TW$aLfc3S<DU#V — A£& 50 jLt 1 *f O »J * x y ^ > 
fa-^M, iSiV>T ,25 I-NaI (NEN Life Science Product, Inc. USA) £ 15/zh 

^d^^>t^^ 10/z i jp^.s^$i±/to 5 ^^t^^ d^s > t mm 10 ml 

A 100 m 1 Jp A. . R Jfc £ W it £ * Tz o & »c , Sephadex G-50 ( Phramacia 
Biotech. Sweden) % =? At? w h±fcfiS-g\ PBS X?*§tB> «»#^lf«4bfco S 
^id, *«»-U*V-A«^#*«jPbTtkiStt (4 x 10 fi BQ/mg protein)* 

(10) #ffi©U^V — AOfi«^^^-t?©jfil't , aiaf©?B!l3t 

Ehrlich ascites tumor (EAT) HO Jig m 2X10 ? M) ddY (7 jl 

Ifr) ^cBISU&TKl^ftb, ffi&fttft* 0. 3~0. 6g (6~8 bfefecD*^ 

^JCfflV^Co cCfiiT^XI: (9) 125 I SSfcbfc3®CDU^V — A« 

0. 2ml £HgStS£ IT 30//g/— EE©#J^ «5 tI§Ii:ftAS4U, 
5^«fcjfl*%«flJtb, J e©^Mtg*^>T^'j7>^ (Al oka ARC 300) T$J^L 
fz a M^O&Mt&^Ste, S4MMI^t§J« 111 ^fcDct 

tm<E>#J<& (%*&#* /ml « ) TfiS^Lfco 0 3 5(C^-T<h*3D, 2liO 
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i . w&ifivtf\r—j*m\z.m&zftTte&mmmmvtf\r— &&&&&&& 
2 : u # v-2±<Dm&mn&. 77^3 u 0 -70%) , 

5. U#V — A©i&#7&* 30~500nm-C&5, B&jfc:® 1 ^ £> 4 <D^~ffLfr 1 J« 

7. U ^V— A©-tf-^m^^-50~10mV flt^ 1 S 6 ©V>-fn 

8. U #V-A©if-*m&#-40~0mV 7 iBmo^tt^s 

-53- 



WO 2005/011633 



PCT/JP2004/011329 



1 1. u>#-gaKa*£#fi*se»Tfc*it:fc£i omm<D&m&mm 

1 2. ij >*-ies*it h 6*iast jfe^it^ i i&m<D0k&&m& 

i4. u >*-ies^k hjfiLmT;!/^^ >$fc}t'>^jfiLi»7^y5 >-c& 

i7. ftzKttft^j^fls^wRtr**, nt&gt 1 6 mmo&m&i&mmm 
1 9 . &*tefc^%a**ns&^*r*i*3&® 16*518 <wrn* i jr^ 
2 o o^-rn* i ^fcismo^tt^s^ffl ^fe«#®ffflE^ffi^ 0 

2 2. ffi*tt^«ifc«kt)iS7lcttft:sn, tt«*tefc«&tttf«, (1) 
X-Rl(R20H)n ft ( 1 ) 
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T^nsnt^i 6&wt<Dmm&mv&v-&-e*>^x. ri ci C40 
<Dmm^\t^m(omit7Kmm^^v,n «#sb^^^t>b< »ci C40 

2 3. ^7K14^#l^iD^7jc^b$n, M^7K'tt^^)^\ (2) 
H 2 N-R3- (R40H) n 5$ (2) 

6|B^©^{^fpiJ^y-A-e$.oT, R3 fcL CI #><E> C40 
©1fi[m*fctt^fil©^**«l&^b,R4 tt#*EbfeVs^feb<tt CI C40 
©]|[«l*fctt^(g«©^b7K*SS*^b, H 2 N ttU*V-AIBK*fc»U >*- 

2 4. «*ttfc^*^«fcB»*ttfcSn, »S7Rtefc^«»rt* ? -feS (3) 
H 2 N-R5(OH)n 5$ ( 3 ) 

tSSnSi^Sl 6ffi«©««0EAfcUaJW— A-T&oT, R5 «, CI ^6 C40 

se«tiftssfcttsfeffiffl©-ffittmt«^-r*K^ttwtBS&^b, n 

2 6. UJt? V-Alfeitf/*fettU >*-ieill h U X (hKn^ 

^ 6«iRSns«*ttfls«&#j&**l§^k:«k 0 £ <fc D U #y-A 
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lT©tV^f>, DC-SIGN, DC-SGNR, u VZ^yte -X^lx^ 

30". v-&v-j±\zm&vtc.mm<DU&wm't)^ u>*-iei$iv^^ 

U # V— A 1 ^L^^ D 1 — -30000 fOTafe D % U >*-iei^ffi ^&^i§£- 
tt, U 3i>y — A 1 ifjsrf-S X> SiSf 1 — 500000 fllTfafe^K H^l*528©Ufn 

3 1. iid5M7Xi=li, '>7UJWHXXIiam 3' ->7U^7 

-x— tgtfu 7JV7 7U , 7>;t , t-7-ii, 7JP7 7i,4v>yk*t-x 

zi««L 7JI/7 7 1, 6 V>/ tf^-^Zl^, 7jl/7 7l,3 7;V77U^>; 

MFgU V -7ni/)V?t7 h-^Hii, '773^7^ h-XGaSi^ 3-7Dy 
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33. wmmffiv-tfv^&^tsmmtf, um^m^j^eykr^in^m 

3 4. ^m^tfPU^V-A^t^^J^yi/F-^a>T$.^lf^3 3-fB 

3 5. Mftw. mm*m&m^L.tzM&\zit'<, &m&&\z iofgj^_h#<m 
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^±©JJi« (^;i/JtO~30%)> tf^U^Fl, 1JM1, 7tX77» 

cofliM( ; e;i/Jto~40%), 75: t- n— jh^I' it o~70%) <£^tK 

4 4. y#V-A#, *5fcaeR**tr»*5l4 3 flB«©^tt^JS^«e 

siitfcj: DizM^fbsnrv**, 1*54 2&t> 4 4CDVi*rn^i^»c:gB«s© 

4 6. »7Ktt^«*«<S^«iR-C&S, M«94 5GtC!)MttfiA»t 
4 7 . Hl7Ktt'ft-&'»**7kKS&Wrsai*^4 5 £fcfcJ:4 6 ^IBmoD^^tt 

n^i5K:i3io^tt^aiii&iffl*fce^»fffiEsi«a^'fe. 

4 9. l7Kttft^»*«U*V-Al*lfclfi[»tS'&bT^*l*54 5t5>£> 

5 0. «7Ktt^*te:J:0l7Kttft:$n, ««*«tffc;^«)&*, (1) 
X-Rl(R20H)n 5£ (1) 

Rl «, CI ^5 C40 ©El*fctt^iK10^b7K*l&^b, R2«#&LftV^ 
*>b<ttCl C40 ©Bil^fctt^lKlO^TK^lS^b, xau^v-ABB 
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5 1. &*ttte^*bteJ:B&7ktefb$;ru ^tKM^^\ -^5£ (2) 
H 2 N-R3- (R40H) n 5£ ( 2 ) 

R3 CI C40 <DW.m$.fc\$ft1&M<D&k{k7kmm&7*:V, R4 »#*Eb»:^^ 
*>U<ttCl J&*6 C40 0®^^fe«^l!gm<D^-fb7j<*^^^b, HjNttU — A 

52. ^*tt^*K«kD«7Ktt{h:$n, K^7jc^b-a-#)^" — «st (3) 

H 2 N-R5(OH)n 5£ (3) 

5*3. UstfV-Al&fe.fctf/S&te'J hUX (t FD^y7 

4 5SHm©^tt^#^^ffl*fe«^^fflgmm^o 

54. U^V-AiM^/^fctt'J^-ieilchiJT, (kFn+y/ 

(tFD^yX^) -7*y*?>, h'JT, (t HD + y^nt:^ 75/ 
h'JT, (kHn^fjV) 75;7*nAX h'J7> (tFn+yi^ 
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^5 5 mw,(D^m^MBmmm mmmj$,® 0 

5 9 . ^si^m^ffis^, &&&mm&s mmm, m^, 

Mfeifc, ^jt^> Bi^x Hff& mmm^ m 

Wtt^A, • !&« • -rb^jfite. r/i/yM i;ottft«tt«*)i»fcft 

6 3. SP^ffiglMtT'feS, H^4 2>&>&6 2©V^tb*»15CR: 

6 4. ^Pg4IgHa^fe5, »*5C4 2A>fe6 2©V^H^1« 
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